Background: Elevated alanine aminotransferase (ALT) levels may be associated with metabolic syndrome and cardiovascular diseases. This study aimed to investigate the association between elevated ALT levels and cardiometabolic risk factors in a rural Chinese population. Methods: This was a cross-sectional study conducted from July 2012 to August 2013, including 11,573 subjects (5,357 men and 6,216 women) aged ≥35 years in rural areas of Liaoning Province. A physical examination was performed and metabolic indicators were examined under standard protocols. Subjects were divided into those with elevated ALT levels (>40U/L) and those with normal ALT levels (≤40U/L).
Background
Alanine aminotransferase (ALT) is considered as a sensitive indicator of liver cell injury [1, 2] . Because ALT is closely related to fat accumulation in the liver [3] , it is also commonly considered as a surrogate marker for nonalcoholic fatty liver disease (NAFLD) in some epidemiological studies [4, 5] . Recent findings have shown that nonalcoholic fatty liver disease is strongly associated with obesity, metabolic syndrome, and diabetes mellitus, as well as cardiovascular events [6] [7] [8] [9] . Several studies have indicated that elevated serum ALT levels are associated with age, sex, obesity, waist circumference, fasting blood glucose levels, and serum triglyceride levels [10, 11] . Therefore, patients with cardiometabolic risk factors usually have elevated serum ALT activity, and serum ALT levels are commonly used to monitor liver function in people with metabolic disorders. However, there are limited data linking elevated serum ALT levels and physical activity [12] . The HtgW phenotype is represented by the simultaneous presence of elevated serum triglyceride levels and an increased waist circumference [13] , and this phenotyope is a major determinant of cardiometabolic risk among Turks [14] .
Several large-scale, population-based surveys have evaluated serum ALT levels in developed countries, but there are limited data from developing countries. In China, previous studies on ALT and cardiometabolic risk factors had limitations in the study design and a small sample size. Large-scale, population-based, cross-sectional surveys addressing the associations between elevated serum alanine aminotransferase levels and cardiometabolic risk factors in a rural Chinese population have not been performed. Therefore, we conducted this study to investigate 1) the association between elevated ALT levels and cardiometabolic risk factors in a rural Chinese population and 2) differences in cardiometabolic characteristics associated with elevated ALT levels in both sexes.
Methods

Study population
Liaoning Province is located in Northeast China. From July 2012 to August 2013, a representative sample aged ≥35 years was selected to describe the prevalence, incidence and natural history of cardiovascular risk factors in rural areas of Liaoning Province, which is called Northeast China Rural Cardiovascular Health Study (NCRCHS). The study adopted a multi-stage, stratified randomly cluster-sampling scheme. In the first stage, 3 counties (Dawa, Zhangwu, and Liaoyang County) were selected from the eastern, southern, and northern region of Liaoning province. In the second stage, one town was randomly selected from each county (a total of 3 towns). In the third stage, 8-10 rural villages from each town were randomly selected (a total of 26 rural villages). All the eligible permanent residents aged ≥ 35 years from each village were invited to attend the study (a total of 14,016 participants). Of those, 11,956 participants agreed and completed the present study and the response rate was 85.3 %. The study was approved by the Ethics Committee of China Medical University (Shenyang, China). All procedures were performed in accordance with the ethical standards. Written consent was obtained in all participants after they had been informed of the objectives, benefits, medical items and confidentiality agreement of personal information. If the participants were illiterate, we obtained the written informed consents from their proxies. In this report, we used data of baseline and only participants with a complete set of data regarding the variables analyzed in the study were included, making a final sample size of 11,573 (5,357 men and 6,216 women).
Data collection and measurements
Data was collected during a single clinic visit by cardiologists and trained nurses using a standard questionnaire by face-to-face interview. Before the survey was performed, we invited all eligible investigators to attend the organized training. The training contents included the purpose of this study, how to administer the questionnaire, the standard method of measurement, the importance of standardization, and the study procedures. A strict test was evaluated after this training, only those who scored perfectly on the test could become investigators. During data collection, our inspectors had further instructions and support.
Data on demographic characteristics, lifestyle risk factors, family income, medical history, were obtained by interview with a standardized questionnaire. There was a central steering committee with a subcommittee for quality control. Educational level was divided into primary school or below, middle school and high school or above. Family income was classified as ≤5000, 5000-20000 and >20000 CNY/year.
According to American Heart Association protocol, blood pressure was measured three times at 2-min intervals after at least 5 min of rest using a standardized automatic electronic sphygmomanometer (HEM-741C; Omron, Tokyo, Japan). The calibration of the Omron device was checked using a standard mercury sphygmomanometer every month by two doctors according to the British Hypertension Society protocol [15] . The participants were advised to avoid caffeinated beverages and exercise for at least 30 min before the measurement. During the measurement, the participants were seated with the arm supported at the level of the heart. The mean of three BP measures was calculated and used in all analyses.
Weight and height were measured to the nearest 0.5 kg and 0.1 cm respectively with the participants in light weight clothing and without shoes. WC was measured at the midpoint between the lower rib and upper margin of the iliac crest using a non-elastic tape (to the nearest 0.1 cm), with the participants standing at the end of normal expiration. The body mass index (BMI) was calculated as weight in kilograms divided by the square of the height in meters.
Fasting blood samples were collected in the morning after at least 12 h of fasting for all participants. Blood samples were obtained from an Antecubital vein into Vacutainer tubes containing EDTA. Serum was subsequently isolated from the whole blood, and all serum samples were frozen at −20°C for testing at a central, certified laboratory. Fasting plasma glucose (FPG), total cholesterol (TC), low-density lipoprotein cholesterol (LDL-C), high-density lipoprotein cholesterol (HDL-C), triglyceride (TG), Serum uric acid(SUA) and other routine blood biochemical indexes were analyzed enzymatically on an Olympus AU640 autoanalyzer (Olym-pus, Kobe, Japan). All laboratory equipment was calibrated and blinded duplicate samples were used.
Definitions
According to JNC-7 report [16] , hypertension was defined as SBP ≥140 mm Hg and/or DBP ≥90 mm Hg and/or use of antihypertensive medications. Diabetes mellitus was diagnosed according to the WHO criteria [17] : FPG ≥7 mmol/L (126 mg/dL) and/or being on treatment for diabetes. High TC was defined as TC ≥6.21 mmol/L (240 mg/dL). High TG was defined as TG ≥2.26 mmol/L (200 mg/dL). High LDL-C was de fined as LDL-C ≥4.16 mmol/L (160 mg/dL). Low HDL-C was defined as HDL-C <1.03 mmol/L (40 mg/dL) [18] . Hyperuricemia was defined as serum uric acid ≥416 μmol/l in men and ≥357 μmol/l in women according to guidelines [19] . BMI was categorized into 3 groups as normal (BMI <25 kg/m 2 ), overweight (25 ≤ BMI <30 kg/m 2 ) and obesity (BMI ≥30 kg/m 2 ), according to the World Health Organization (WHO) criteria [20] . Abdominal obesity was defined as WC ≥88 cm for females and WC ≥102 cm for males [21] . HtgW phenotype was defined as fasting triglycerides ≥1.7 mM combined with abdominal obesity. Elevated serum ALT level was defined as ALT >40 U/L [22] .
The smoking and alcohol consumption status were also surveyed. Self-reported smoking and drinking were obtained from the questionnaire. Current smokers or drinkers were defined as people who were currently smoking or drinking. Former and never smokers or drinkers were treated as the other category.
Physical activity included occupational and leisuretime physical activity. A detailed description of the methods for assessing physical activity has been presented elsewhere. Occupational and leisure-time physical activity were merged and regrouped into the following three categories: 1) low-subjects who reported light levels of both occupational and leisure-time physical activity, 2) moderate-subjects who reported moderate or high levels of either occupational or leisure-time physical activity and 3) high-subjects who reported a moderate or high level of both occupational and leisure-time physical activity [23] .
Statistical analysis
Descriptive statistics were calculated for all the variables, including continuous variables which were normally distributed (reported as mean values and standard deviations) and categorical variables (reported as numbers and percentages). Differences among ALT and sex categories were evaluated using Student's t-test, or the χ2-test as appropriate. Multivariate logistic regression analyses were used to identify the association between elevated ALT and caridometabolic risk factors with odds ratios (ORs) and corresponding 95 % confidence intervals (CIs) calculated. All the statistical analyses were performed using SPSS version 17.0 software (SPSS Inc, Chicago, Illinois, USA), and P values less than 0.05 were considered to be statistically significant.
Results
Baseline characteristics of the study population Table 1 shows baseline data according to serum ALT levels and sex. A total of 11,573 subjects (5,357 men and 6,216 women) participated in the study. The general characteristics of the study population with and without elevated serum ALT levels are shown in Table 1 . The overall prevalence of elevated ALT levels (≥40U/L) was 7.4 % (n = 860). Subjects with elevated serum ALT levels were more likely to be men (men, 10.5 % vs women, 4.8 %, p < 0.001), and had a higher percentage of current drinking compared with those with normal serum ALT levels. Additionally, subjects with elevated ALT levels had higher levels of SBP, DBP, and FPG, TC, TG, LDL-C, and serum uric acid levels, but lower HDL-C levels than those with normal ALT levels. Furthermore, subjects with elevated ALT levels had a heavier weight, taller height, greater waist circumference, and higher BMI compared with those with normal serum ALT levels.
Adjusted Odd ratios of associated cardiometabolic risk factors for elevated serum ALT levels Table 2 shows the adjusted ORs for the associations between elevated serum ALT levels and certain cardiometabolic risk factors. Subjects with elevated serum ALT levels had higher levels of almost all cardiometabolic risk factors than those with normal serum ALT levels. Participants who had elevated serum ALT levels showed a more pronounced prevalence of hypertension 
Discussion
To the best of our knowledge, the present study is the first large-scale, population-based, cross-sectional survey to report the relationships between elevated serum ALT levels and cardiometabolic risk factors in a rural area of China.
Elevated serum ALT levels are most closely related to liver fat accumulation and are commonly used as a surrogate marker for nonalcoholic fatty liver disease in epidemiological studies [22, 24] . Our study examined significant associations of elevated serum ALT levels with cardiometabolic risk factors in a rural Chinese population. After adjustment for various confounders, most of these associations remained significant. Sex and age-adjusted current smoking were significantly related to a lower likelihood of elevated serum ALT levels. Although current smoking might constitute an important risk factor with regard to liver function abnormalities [25] , this is not surprising because smoking lowers the risk of type-2 diabetes, presumably by inhibiting autoimmune processes [26] . Previous studies have found that elevated ALT levels are associated with obesity and metabolic syndrome, including a study performed in the Japanese population [27] and a population-based crosssectional survey in Korean adolescents [28] .
The central characteristics of metabolic syndrome are hypertension, hyperglycemia, dyslipidemia, and abdominal obesity. Consistent with the results of other epidemiological studies [27, 29] , our study showed positive associations between elevated serum ALT levels and cardiometabolic risk factors, such as hypertension, hypercholesterolemia, hypertriglyceridemia, low HDL-C levels, and abdominal obesity. Diabetes is inversely predicted by lipoprotein(a) [30] [31] [32] and is strongly predicted by HtgW, which is also inversely predicted by lipoprotein(a). ALT is assumed to be collinear with Lp(a) and thereby acts as a mediator for cardiovascular risk factors, including the HtgW phenotype. However, an association between elevated ALT levels and diabetes mellitus was not found in our study.
In addition, we investigated the effect of sex on the associations of elevated serum ALT levels with cardiometabolic risk factors in a rural Chinese population. The overall prevalence of elevated ALT levels in our study is similar to a previous population-based study that was conducted in the general Chinese population [2] , but is much lower than another related study in China [33] . Multiple logistic regression analysis indicated that male sex, a younger age, the presence of hypertension, hypercholesterolemia, hypertriglyceridemia, low HDL-C levels, BMI ≥25 kg/m 2 , abdominal obesity, hyperuricemia, and the HtgW phenotype were independent predictors of an elevated ALT level. Unsurprisingly, male sex and a younger age represented significant risk factors that were related to the likelihood of an elevated serum ALT level. These results are consistent with the results of other studies [9, 34] . Elevated serum ALT levels among predominantly younger male adults remain unexplained and deserve further attention [9] . Although our results relating to the significant association between elevated serum ALT levels and hyperuricemia appear to be similar to those of previous studies, the extent of elevation seems to be dependent on the severity of the hepatic lesions [2, 35] . Based on the sex-related data, differences in both sexes were present in the relationships between elevated serum ALT levels and cardiometabolic risk factors. For men, we found that elevated ALT levels were closely associated with age, current smoking status, hypertension, hypercholesterolemia, hypertriglyceridemia, BMI ≥25 kg/m 2 , and hyperuricemia. However, for women, elevated ALT levels were mainly associated with age, hypertriglyceridemia, BMI ≥25 kg/m 2 , and abdominal obesity.
Although current drinking status might be an important risk factor with regard to abnormalities of liver function in other population-based studies [2, 34] , we did not find any significance for this risk factor in our study. In this sample of the rural Chinese population, we did not observe an association between elevated serum ALT levels and physical activity, even after adjustment for age and sex. To the best of our knowledge, data on the association between physical activity and serum ALT levels are limited. An inverse association between physical activity and serum ALT levels among middle-aged British women [11] and obese children [36] has been reported.
Several limitations in this study need to be acknowledged. First, because of the cross-sectional design of our study, we were unable to determine whether there was a causal association between elevated ALT levels and cardiometabolic risk factors. Therefore, the obtained associations in this study should be considered with caution. Second, despite extensive adjustment in our study, unmeasured confounders may explain part of the association between elevated ALT levels and cardiometabolic risk factors. There are known causes of elevated ALT levels that were not tested in our study, such as alcohol abuse, chronic viral hepatitis, and other illnesses. However, the strengths of this study are its population-based design, large sample size, and extensive information on confounders. 
